12/12/2005 11:4S FAI 520 623 241S Quarles & Brady - TUC © 006/012 

09/287,307 ^ Art Unit 2128 

IN THE CLAIMS: 
Please enter the foUowiiig: 

1 . (Currently Amended) A method for characterizing the three-dimensional structure of a large 
molecule comprising the steps of: 

(a) mixing a small molecule with a large molecule so that the small molecule binds non- 
covalently to the large molecule to form a large molecule-small molecule complex; 

(b) performing electrospray ionization mass spectrometry to obtain the spectrum of tlie large 
molecule-small molecule complex^ 

(c) repeating steps (a)-(b) with additional different small molecules; and 

(d) utilizing the spectra obtained in steps (a)-(c) to characterize the three-dimensional 
stmcture of tlie large molecule , wherein the three-dimensional structure characterization of step (d) is 
carried out by feedback modeling according to the following step s: 

(c) providing data processing means: 
Cf) providing data stomge means; 

fe) di^tizing raw experimental data acquired according to steps (a>(c); 
(h) storing the digitized data ia said data storage means: 

fi) initializing and rtmning a selected computer program on said data processing means for 
simulating the experiment performed in steps TaVfcV 

(]) comparinp simulation data obtained from step Ci) with the digitized data from the 
experiment performed in step f g): 

(k\ if the comparing step i\) produces a result outside a predetermined parameter. estabUshing 
a feedback loop and initiating an iterative subroutine whereby the computer simulation adjusts itself, 
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in an incremental -wav, to fit the simulation to the experimental value, compares the result to the 
experiment after each computational step and feeds the experimental data back into the input loop of 
the computation until the result of the comparison of step fil is within the predetermined parameter . 

2. (Cancelled) 

3. (Previously Presented) The large molecule characterization method of Claim 1, wherein the large 
molecule is selected fi^om the group consisting of polypeptides, protems, DNA^ RNA, 
oligosaccharides, and polymers thereof. 

4. (Previously Presented) The large molecule characterization method of Claim 1 , wherein the small 
molecules include crown ethers^ macrocyclic polyethers, cryptands, and/or polymers of these 
compounds, or any otlier suitable ligand or macrocyclic ligand. 

5. (Cancelled) 

6. (Cancelled) 

7. (Currently Amended) A method for characterizing the three-dimensional structure of a large 
molecule comprising the steps of: 

(a) mixing a small molecule with a large molecule so that the small molecule binds non- 
covalently to the large molecule to form a large molecule-small molecule complex; 
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(b) performing electiospray ionization mass spectrometry to obtain the spectrum of the large 
molecule-small molecule complex; 

(c) using the spectrum from step (b) to calculate the bindmg constant Kb for the binding of 
the small molecule complex; 

(d) repeating steps (a)-(c) with additional different small molecules; 

(e) calculating the heat of formation (AHf) for the binding of each of the small molecules 
used in steps (a)-(d) to a selected residue on the large molecule; 

(f) repeating step (e) for other selected residues on tlie large molecule; 

(g) comparing the bmding constants (Kb) calculated ui steps (c) and (d) with the AHf values 
calculated in steps (e) and (f); and 

(h) utilizing the comparisons of step (g) to characterize the three-dimensional structure of the 
large molecul e, wherein said congparing step (o) is earned out by feedback modeling according to the 
foUowinp steps: 

(\) providing data processing means: 

(i) providing data storage means: 

rk) digitizing raw experimental data acquired according to steps faVCd^i 
(X) storing the digitized data in said data storage means: 

fm) initializing_and running a selected computer protzram on said data processing means for 
simulating the three-dimensional structure of said large molecule according calculations performed 
in steps feVf f): 

(n) comparing simulation data obtained from step (ui) with the digitized data from tlie 
experiment performed in step flcV 
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(o) if the comparing step fn) produces a result outside a predetermined parameter. 
establishing a feedback lo op and initiating an iterative subroutine whereby the computer simulation 
adjusts itself, in an increment al way, to fit the simulation to the experimental value, compares the 
result to the experiment a fter each computational step and feeds the experimental data back into the 
inijut loop of the comp utation until the resuh of the comparison of step Tn) is within the 
predetermined paramet^ 

8. (Cancelled) 

9. (Previously Presented) The large molecule characterization method of Claim 7, wherein the 
comparisons of step (g) are utilized to identify the residue or residues on the surface of the protein 
molecule to which the smaU molecule is bound, 

10. (Previously Presented) The large molecule characterization method of Claim 7, wherein the 
large molecule is selected from the group consisting of polypeptides, proteins, DNA, RNA, 
oligosaccharides, and polymers thereof. 

11. (Previously Presented) The large molecule characterization method of Claim 7, wherein the 
small molecules include crown ethers, macrocyclic polyethers, cryptands, and/or polymers of these 
compounds, or any other suitable ligand or macrocyclic ligand. 

12. (Cancelled)- 
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13. (Cancelled). 

14. (Previously Presented) The large molecule characterization method of Claim 9, wherein the 
large molecule is selected from the group consisting of polypeptides, proteins, DNA, RNA, 
oligosaccharides, and polymers thereof 

15. (Previously Presented) The large molecule characterization method of Claim 9, wherein tlie 
small molecules include crown ethers, macrocyclic polyethers, cryptands, aud/or polymers of these 
comj^ounds, or any other suitable ligand or macrocyclic ligand. 

16. (Previously Presented) The large molecule characterization method of Claim 7, further 
comprising the step of using the heat of formation calculated in step (e) and calculating the heat of 
reaction (AHRXN) for the binding of each of the small molecules used in steps (a)-(d) to a selected 
residue on the large molecule, 

17- (Previously Presented) The large molecule characterization method of Claim 16, wherein the 
large molecule is selected from the group consisting of polypeptides, proteins, DNA, RNA, 
oligosaccharides, and polymers thereof 

1 8. (Previously Presented) The large molecule characterization method of Claim 16, wherein the 
small molecules include crown ethers, macrocyclic polyethers, ciyptands, and/or polymers of these 
compounds, or any other suitable ligand or macrocyclic hgand. 
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